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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds . I [X = -CH=C-, -CH=N-, S, or O; Rl = hydroxycarbonyl or 
alkoxycarbonyl; Bl, B2 = O, NH, -O (CH2 ) mO-, -O (CH2 ) mNH-, where m = 1-4; Kl 
= -B3-Z1-B5-X1-; K2 = -B4-Z2-B6-X2- ; B3 , B4, B5, B6 = a bond or C1-C2 
alkylene; XI, X2 = amino, aminocarbonyl , amidino, or guanidino; Zl, Z2 = 
2 , 5-pyridinylene, 3 , 6-pyridinylene, 2 , 4-pyridinylene, 1 , 3-phenylene, 
1 , 4-phenylene, 1 , 3-cyclohexylene, or 1 , 4-cyclohexylene ; R2 = C(0)OR3 or 
C(0)N(R4)R5, where R3 = H, alkyl, cycloalkyl, cycloalkylmethyl , or benzyl, 
R4, R5 = H, alkyl, cycloalkyl, cycloalkylmethyl or N(R4)R5 = 
1-pyrrolidinyl , 1-piperidinyl , 1-hexahydroazepinyl , 1-piperazinyl , or 
4-morpholinyl ; Y = -OCH2-, -CH20- or absent] were prepared as tryptase 
inhibitors. Thus, reaction of Me [3- { 3- [3- ( tert- 

butoxy car bony laminomethyl ) ben zyl aminocarbonyl oxy] prop-l-ynyl } -5- ( 3- 
hydroxyprop-l-ynyl ) phenyl ] acetate (preparation given) with N,N- 
carbonyldiimidazole and Me 4-amino-l- { 3- [3- ( tert- 

butoxycarbonylaminomethyl ) phenyl ] propanoyl }pyrrolidine-2-carboxylate 
(preparation given) followed by acid hydrolysis gave compound II. The latter 
inhibited human tryptase with pKlapp = 8.62. 
IT 654676-96-7P 654677-02-8P 654677-08-4P 
654677-15-3P 654677-23-3P 654677-29-9P 
654677-35-7P 654677-43-7P 654677-48-2P 
654677-54-0P 654677-61-9P 654677-65-3P 

RL : PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of pyrrolidine derivs. as tryptase inhibitors) 
RN 654676-96-7 CAPLUS 

CN L-Proline, 4- [ [ [ [3- [3- [3- [ [ [ [ [3- ( aminomethyl ) phenyl ] methyl ] amino] carbonyl] 
oxy] -1-propynyl ] -5- ( 2-methoxy-2-oxoethyl ) phenyl ] -2- 

propynyl ] oxy] carbonyl ] amino] -1- [ 3- [3- ( aminomethyl ) phenyl ] -1-oxopropyl ] -, 
methyl ester, dihydrochloride, (4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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NH 2 



RN 654677-02-8 CAPLUS 

CN L-Proline, 4- [ [ [ [3 - [3 - [3 - [ [ [ [ [3- ( aminomethyl ) phenyl ] methyl ] amino] car bony 1 ] 
oxy ] -1-propynyl ] -5- ( 2-methoxy-2-oxoethyl ) phenyl ] -2- 

propynyl ] oxy] car bony 1 ] amino] -1- [ 3- [ 4- ( aminomethyl ) phenyl ] -1-oxopropyl ] -, 
methyl ester, dihydrochloride, (4S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 654677-08-4 CAPLUS 

CN L-Proline, 1- [3- [3- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (6- 
amino-3-pyridinyl)methyl] amino] carbonyl] oxy] -1-propynyl] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl ] -2-propynyl ] oxy] carbonyl ] amino] -, methyl ester, 
dihydrochloride, (4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 654677-15-3 CAPLUS 

CN L-Proline, 1- [3- [ 4- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (6- 
amino-3-pyridinyl)methyl] amino] carbonyl] oxy] -1-propynyl] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl ] -2-propynyl ] oxy] carbonyl ] amino] -, methyl ester, 
dihydrochloride, (4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 654677-23-3 CAPLUS 

CN L-Proline, 1- [3- [ 4- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (2- 
amino-4-pyridinyl)methyl] amino] carbonyl] oxy] -1-propynyl] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl ] -2-propynyl ] oxy] carbonyl ] amino] -, methyl ester, 
dihydrochloride, (4S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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• 2 HC1 
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RN 654677-29-9 CAPLUS 

CN L-Proline, 1- [3- [3- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (2- 
amino-4-pyridinyl)methyl] amino] carbonyl] oxy] -1-propynyl] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl ] -2-propynyl ] oxy] carbonyl ] amino] -, methyl ester, 
dihydrochloride, (4S)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 654677-35-7 CAPLUS 

CN L-Proline, 4- [ [ [ [3 - [3 - [3 - [ [ [ [ [3- ( aminomethyl ) phenyl ] methyl ] amino] car bony 1 ] 
oxy ] -1-propyn-l-yl ] -5- ( 2-methoxy-2-oxoethyl ) phenyl ] -2-propyn-l- 
yl] oxy] car bony 1] amino] -1- [3- [3- ( aminomethyl ) phenyl] -1-oxopropyl ] -, methyl 
ester, (4S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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NH2 



RN 65 46 7 7-43-7 CAPLUS 

CN L-Proline, 4-[[[[3-[3-[3-[[[[[3- ( aminomethyl ) phenyl ] methyl ] amino] car bony 1] 
oxy] -1-propyn-l-yl] -5- ( 2-methoxy-2-oxoethyl ) phenyl ] -2-propyn-l- 
yl] oxy] carbonyl] amino] -1- [3- [4- ( aminomethyl ) phenyl ] -1-oxopropyl ] -, methyl 
ester, (4S)- (CA INDEX NAME) 

Absolute stereochemistry . 

PAGE 1-A 




RN 65 46 7 7-4 8-2 CAPLUS 

CN L-Proline, 1- [3- [3- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (6- 
amino-3-pyr idinyl ) methyl ] amino] carbonyl ] oxy] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl) phenyl] -2-propyn-l-yl ] oxy] carbonyl] amino] -, methyl ester, (4S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 65 46 7 7-5 4-0 CAPLUS 

CN L-Proline, 1- [3- [ 4- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (6- 
amino-3-pyr idinyl ) methyl ] amino] car bony 1 ] oxy ] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl] -2-propyn-l-yl ] oxy] carbonyl] amino] -, methyl ester, (4S)- 
(CA INDEX NAME) 

Absolute stereochemistry . 

PAGE 1-A 
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RN 65 46 7 7-61-9 CAPLUS 

CN L-Proline, 1- [3- [ 4- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (2- 
amino-4-pyridinyl) methyl] amino] carbonyl] oxy] -1-propyn-l-yl] -5- ( 2-methoxy-2- 
oxoethyl)phenyl] -2-propyn-l-yl ] oxy] carbonyl] amino] -, methyl ester, (4S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 65 46 7 7-65-3 CAPLUS 

CN L-Proline, 1- [3- [3- ( aminomethyl ) phenyl ] -1-oxopropyl ] -4- [ [ [ [3- [3- [3- [ [ [ [ (2- 
amino-4-pyridinyl ) methyl] amino] carbonyl] oxy] -1-propyn-l-yl] -5- ( 2-methoxy-2- 
oxoethyl) phenyl] -2-propyn-l-yl] oxy] carbonyl] amino] -, methyl ester, (4S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 
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IT 654677-69-7P 654677-73-3P 654677-80-2P 
654677-83-5P 654677-89-1P 654677-96-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation of pyrrolidine derivs. as tryptase inhibitors) 
RN 654677-69-7 CAPLUS 

CN L-Proline, 4- [ [ [ [3- [3- [3- [ [ [ [ [3- [ [ [ ( 1 , 1-dimethylethoxy ) carbonyl ] amino ] meth 
yl ] phenyl ] methyl ] amino] carbonyl ] oxy ] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl)phenyl] -2-propyn-l-yl ] oxy] carbonyl] amino] -1- [3- [3- [[[(1,1- 
dimethylethoxy ) carbonyl] amino] methyl] phenyl] -1-oxopropyl ] -, methyl ester, 
(4S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 654677-73-3 CAPLUS 

CN L-Proline, 4- [ [ [ [3- [3- [3- [ [ [ [ [3- [ [ [ ( 1 , 1-dimethylethoxy ) carbonyl ] amino ] meth 
yl] phenyl] methyl] amino] carbonyl] oxy] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl)phenyl] -2-propyn-l-yl ] oxy] carbonyl] amino] -1- [3- [4- [[[(1,1- 
dimethylethoxy ) carbonyl ] amino] methyl ] phenyl ] -1-oxopropyl ] -, methyl ester, 
(4S) - (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 654677-80-2 CAPLUS 

CN L-Proline, 1- [3 - [3- [ [ [ ( 1, 1-dimethylethoxy ) carbonyl] amino] methyl ] phenyl ] -1- 
oxopropyl] -4- [ [ [ [3- [3- [3- [ [ [ [ [6- [ [ (1, 1-dimethylethoxy) carbonyl] amino] -3- 
pyridinyl] methyl] amino] carbonyl] oxy] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl ] -2-propyn-l-yl ] oxy ] carbonyl ] amino] -, methyl ester, ( 4S ) - 
(CA INDEX NAME) 

Absolute stereochemistry . 



t-BuO 




C= 
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RN 65 46 7 7-83-5 CAPLUS 

CN L-Proline, 1- [3- [4- [ [ [ (1, 1-dimethylethoxy ) carbonyl] amino] methyl] phenyl] -1- 
oxopropyl] -4-[ [ [ [3- [3- [3- [ [ [ [ [6- [ [ ( 1 , 1-dimethylethoxy) carbonyl] amino] -3- 
pyridinyl ] methyl ] amino] carbonyl ] oxy ] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl)phenyl] -2-propyn-l-yl ] oxy] carbonyl] amino] -, methyl ester, (4S) - 
(CA INDEX NAME) 

Absolute stereochemistry . 
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RN 654677-89-1 CAPLUS 

CN L-Proline, 1- [3- [4- [ [ [ ( 1, 1-dimethylethoxy ) carbonyl] amino] methyl ] phenyl ] -1- 
oxopropyl] -4- [ [ [ [3- [3- [3- [ [ [ [ [2- [ [ (1, 1-dimethylethoxy) carbonyl] amino] -4- 
pyridinyl] methyl] amino] carbonyl] oxy] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl ] -2-propyn-l-yl ] oxy ] carbonyl ] amino] -, methyl ester, ( 4S ) - 
(CA INDEX NAME) 

Absolute stereochemistry . 
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RN 654677-96-0 CAPLUS 

CN L-Proline, 1- [3- [3- [ [ [ (1, 1-dimethylethoxy ) carbonyl] amino] methyl ] phenyl ] -1- 
oxopropyl] -4- [ [ [ [3- [3- [3- [ [ [ [ [2- [ [ (1, 1-dimethylethoxy) carbonyl] amino] -4- 
pyridinyl] methyl] amino] carbonyl] oxy] -1-propyn-l-yl ] -5- ( 2-methoxy-2- 
oxoethyl ) phenyl ] -2-propyn-l-yl ] oxy ] carbonyl ] amino] -, methyl ester, ( 4S ) - 
(CA INDEX NAME) 

Absolute stereochemistry . 
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